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DETAILED ACTION 
Status of Application 

1 . Rejections and/or objections not reiterated from previous office actions are hereby 
withdrawn. The following rejections and/or objections are either reiterated or newly applied. 
They constitute the complete set of actions being applied to the instant application. 

Summary of Action 

2. The rejection of claims 46 and 48 under 35 U.S.C. 102(b) as being anticipated by 
Ichihara et al. (JP 07304755) is not maintained in light of the amendment/declaration(s) filed 
06/02/08. 

3. The rejection of claims 46 and 48 under 35 U.S.C. 102(e) as being anticipated by Blum et 
al. (US 5962455) is maintained for the reasons of record. 

4. The rejection of claims 50-53 under 35 U.S.C. 103(a) as being unpatentable over Blum et 
al. (US 5962455) is maintained for the reasons of record. 

Claim Rejections - 35 USC § 102 
The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form 
the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(e) the invention was described in a patent granted on an application for patent by another filed in the United 
States before the invention thereof by the applicant for patent, or on an international application by another who 
has fulfilled the requirements of paragraphs (1), (2), and (4) of section 371(c) of this title before the invention 
thereof by the applicant for patent. 

5. Claims 46 and 48 are rejected under 35 U.S.C. 102(e) as being anticipated by Blum et al. 
(US 5962455). 
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Blum teaches use of compounds (e.g., RN 202472-67-1, RN 202472-68-2, RN 202472- 
69-3, RN 202472-70-6,etc. . .) or their salt, which reads on the instantly claimed compounds of 
the formula 1, for the treatment of the claimed cardiovascular disease such as hypertension or 
essential hypertension as well as congestive heart failure, wherein said compound is 
administered in dosage amounts of from about 0.1 mg to about 140mg per kilograms of body 
weight per day and in various dosage forms including oral dosage form (abstract; column 1, line 
39; column 1, line 45 thru column 3, line 15; column 7, line 51; column 8, line 52 thru column 
10, line 62). 

Claim Rejections - 35 USC §103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 USPQ 459 
(1966), that are applied for establishing a background for determining obviousness under 35 
U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating obviousness 
or nonobviousness. 

This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
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evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1 .56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
invention was made in order for the examiner to consider the applicability of 35 U.S. C. 103(c) 
and potential 35 U.S. C. 102(e), (f) or (g) prior art under 35 U.S. C. 103(a). 

6. Claims 50-53 are rejected under 35 U.S.C. 103(a) as being unpatentable over Blum et al. 
(US 5962455). 

The teaching of Ichihara or Blum has been discussed in above 35 USC 102 (e) rejection. 

However, the prior art does not disclose the underlying pharmacological mechanism of 
said compounds in exhibiting the specific epoxide hydrolase enzymatic activity with "an IC50 of 
less than 500 jaM or an IC50 of less than 17.8 uM". The fact that the applicant may have 
discovered a new pharmacological mechanism for same compound is not considered patentably 
distinctive over the prior art which are directed to the same therapeutic application (for the 
treatment of hypertension). 

Thus, in absence of factual evidence or test indicating the criticality of the instant 
enzymatic activity, generally by showing that the claimed range of sHE inhibitor activity 
achieves unexpected results over the prior art, the examiner maintains that either Ichihara or 
Blum makes obvious the instant invention. 

Allowable Subject Matter 

7. The following is a statement of reasons for the indication of allowable subject matter: 
The prior art reference(s) alone or in combination (Ichihara et al. and Blum et al. ) in which the 
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rejection of record is relied upon fail(s) to teach or suggest the use of compounds recited in Table 
I for the treatment of hypertension. Accordingly, claims 47 and 49 are allowed. 



Response to Arguments 

8. Applicant's arguments/declarations filed 06/02/2008 have been fully considered but they 
are not persuasive. 

Applicant's argument in the response takes the position that it is improper for the Office 
to ignore or disregard an express structural limitation set forth in both claims 46 and 48 
"...wherein R 1 and R 3 are each independently selected from the group consisting of C1-C20 
substituted or unsubstitutcd alkyl, cycloalkyl, aryl, acyl, and heterocyclic". Applicant asserts that 
the clause recited in claims 46 and 48 is an express structural limitation which limits the R 1 and 
R 3 substituents on both sides of the urea core to C1-C20, regardless of whether it is a substituted or 
unsubstituted alkyl, cycloalkyl, aryl, acyl, and heterocyclic. 

This argument is not found persuasive. Unlike the applicant's argument, the reasonable 
interpretation of alternative expression recited in both Markush-type claims 46 and 48 refers to 
members as being selected from "C1-C20 substituted or unsubstituted alkyl" alternative, 
"cycloalkyl" alternative, "aryl" alternative, "acyl" alternative or "heterocyclic" alternative. In 
other words, the applicant's interpretation of the clause recited in claims 46 and 48 as to "R 1 and 
R 3 substituents on both sides of the urea core to C1-C20" is in serious error. As discussed in the 
previous response (page 7, 1st paragraph of OA. mailed 02/07/2008), there is no indication in 
the instant claims 46 and 48 that R 1 and R 3 must be essentially in C1-C20. Rather, the instant 
claims allow for inclusion of "cycloalkyl, aryl, acyl and heterocyclic" as R 1 and/or R 3 alternative 
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species. Thus, the examiner maintains that Blum's compounds read on the instant compounds 
represented by the structure formula depicted in claims 46 and 48 (when Rl and R3 are "aryl"). 

Applicant's argument in the response takes the position that the substituted benzylamine 
derivative compounds disclosed by Blum are unlikely to inhibit sEH activity rather than 
necessarily inhibit sHE because of the structural unrelatedness of human NPY1R and human 
sEH proteins and bulkiness of at least one of the substituents (i.e., the substituent that has more 
than 20 carbons). Applicant alleges that Exhibits submitted on June 02, 2008 and Dr. Bruce 
Hammock's Declaration submitted on June 13, 2006 and February 23, 2007 confirm that the 
substituted benzylamine derivative compounds of Blum are unlikely to inhibit the enzymatic 
activity of sEH. 

This argument is not found persuasive. With respect to Dr. Hammock's Declaration, the 
examiner likes to point out that there is no conclusive statement or data showing that the 
compounds of Blum do not show any inhibitory activity of sHE. Rather, Dr. Hammock stated 
that the referenced compounds (e.g., compound RN 202472-69-3 and RN 202472-70-6) could be 
"mediocre activity" (see page 7 of Declaration filed 06/13/06). In other words, it is clear from Dr. 
Hammock's statement that the compounds of Blum possess some degree (little to moderate) of 
sEH inhibitor activity. Since the instant claims 46 and 48 do not specifically recite how much of 
sEH enzymatic activity is required to practice the claimed invention, the prior art directing the 
administration of the same compound in overlapping dosage amounts (see "0.001 uM/kg to 
about lOOmg/kg body weight" in para. [0060] of the instant specification) inherently possessing 
therapeutic effect for the same ultimate purpose (e.g., the treatment of hypertension) as disclosed 
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by the applicant clearly anticipates the claimed invention even absent explicit recitation of 
underlying mechanism. 

Even assuming arguendo that the certain degree of sHE enzymatic activity (for example 
much less with an IC50 of less than 500 uM or an IC50 of less than 17.8 uM as the applicant 
alleged) is critical for the claimed invention, generally, differences in concentration will not 
support the patentability of subject matter encompassed by the prior art unless there is evidence 
indicating such concentration is critical. Where the general conditions of a claim are disclosed in 
the prior art, it not inventive to discover the optimum or workable particle distribution 
percentage or concentration by routine experimentation. 

Conclusion 

9. Claims 47 and 49 are allowable. 

10. THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1 .136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the mailing 
date of this final action. 
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Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to Brian Kwon whose telephone number is (571) 272-0581. The examiner can 
normally be reached Tuesday through Friday from 9:00 am to 7:00pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Ardin Marschel, can be reached on (571) 272-0718. The fax number for this Group is 
(571)273-8300. 

Any inquiry of a general nature of relating to the status of this application or proceeding 
should be directed to the Group receptionist whose telephone number is (571) 272-1600. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications may be obtained from Private PAIR only. For more information about PAIR system, 
see http://pair-direct.uspto.gov Should you have any questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll free). 

/Brian- Yong S Kwon/ 
Primary Examiner, Art Unit 1614 



